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Introduction
============

Acquired hemophilia is a rare autoimmune disorder that is a result of antibodies against clotting factor VIII and it presents with excessive or prolonged bleeding, often into the muscles. Hemarthrosis is rare unlike congenital hemophilia \[[@REF1]\].^ ^Thrombotic phenomena with lupus anticoagulant are common in patients with systemic lupus erythematosus (SLE) \[[@REF2]\]. We report a case of a young female with no significant past history presenting with hematoma of the hand who was later on found to have acquired hemophilia, SLE with antiphospholipid antibodies (APLA). SLE presenting as acquired hemophilia is very rarely reported.

Case presentation
=================

A 20-year-old, never-married Saudi female presented to the emergency department with sudden onset swelling of the right hand without any trauma. She also gave history of migratory joint swelling but no morning stiffness. She also did complain of hair loss but no rash. Her mother was a known patient with thrombocytopenia for seven years. The patient used ibuprofen for the pain. Otherwise, she had no significant past medical history. Systemic examination was unremarkable apart from the swollen right hand, both palmar and dorsal aspects; however, there was no vascular compromise.

Initial investigations showed normal complete blood count except for neutropenia with an absolute neutrophils count of 1.16 x 109/L, and coagulation screen revealed an isolated prolonged PTT of 102.9 seconds. Mixing study with pooled normal plasma (1:1) revealed non correction of activated partial thromboplastin time (APTT) (91.9 seconds), even with two hour incubation. Later, lupus anticoagulant screen was found to be negative and factor VIII level was reported to be very low (0.02%), factor IX was normal (70%), and factor VIII inhibitor level was high at 22.4 Bethesda Units (BU)/ml. Anticardiolipin antibodies to immunoglobulin G, M and anti beta 2-glycoprotein I antibody were very high. Anti-nuclear antibody screen was positive (speckled pattern, less than 1/160) with positive anti double stranded DNA antibodies. C3 and C4 levels were low. HIV serology was negative.

A diagnosis of acquired hemophilia with SLE with APLA was made. Bleeding was controlled with recombinant human factor VIIa. Prednisolone 1 mg/kg, hydroxychloroquine sulphate (HCQS) were started. Cyclophosphamide was considered, but the patient was not keen on it due to potential gonadal toxicity. As the patient's APTT was still prolonged two weeks later with mild bleeding, she was started on rituximab (monoclonal antibody to CD20) at 375 mg/m2 weekly for a total of four weeks. She achieved normalization of APTT, factor VIII levels with disappearance of inhibitor after two weeks of initiating rituximab (see Table [1](#TAB1){ref-type="table"}). The patient continues to be in stable remission from acquired hemophilia two years since the last rituximab with no infections or any other significant toxicity.

###### Effect of Prednisolone/Rituximab on Factor VIII and Inhibitor Level

HCQS - hydroxychloroquine sulphate, APTT - activated partial thromboplastin time

  ----------------------------------------------------------------------------------- ---------------------------------------------- ------------------------------ ----------------- ----------
  Therapies                                                                           Factor VIII Inhibitor Titre (Bethesda Units)   Factor VIII Level in Percent   APTT in Seconds   Timeline
  Prednisolone 1 mg/kg, Hydroxychloroquine sulphate (HCQS), Recombinant Factor VIIa   22.4                                           0.02                           102               Day 1
  Prednisolone, HCQS, Rituximab Cycle 1                                               16.1                                           0.24                           73.6              Day 14
  Prednisolone, HCQS, Rituximab Cycle 2                                               4.8                                            0.75                           68.0              Day 21
  Prednisolone HCQS, Rituximab Cycle 3                                                0.50                                           14.50                          48.8              Day 28
  Prednisolone HCQS, Rituximab Cycle 4                                                0                                              75                             36                Day 35
  Prednisolone Taper, HCQS                                                            0                                              80                             35.4              Day 42
  Prednisolone 2.5 mg, HCQS 200 mg                                                    0                                              132                            39.0              Day 180
  HCQS 200 mg                                                                         0                                              145                            32                1 year
  HCQS 200 mg                                                                         0                                              203                            23.7              2 year
  ----------------------------------------------------------------------------------- ---------------------------------------------- ------------------------------ ----------------- ----------

Discussion
==========

Acquired hemophilia results from antibodies that were directed against factor VIII, most commonly the C2 domain of factor VIII. The most common associated diseases are malignancy, postpartum state, and autoimmune disorders \[[@REF3]\].

Treatment strategies include control of bleeding and elimination of inhibitor. Treatment options to control bleeding include desmopressin, factor VIII concentrates, activated prothrombin complex concentrates (aPCC), recombinant human factor VIIa and, lately, recombinant porcine factor VIII. Minor bleeding may be manageable with desmopressin. Patients with active severe bleeding with low titer inhibitor (\<5 Bethesda Units) may be managed with high dose recombinant factor VIII or aPCC or recombinant human factor VIIa or recombinant porcine factor VIII. However, recombinant factor VIII is not effective in high titer inhibitor patients unlike other factors mentioned above. Elimination of inhibitor requires use of immunosuppressive agents although there is no convincing data about the superiority of each regimen over the other. Most commonly employed regimens include glucocorticoids, glucocorticoids plus cyclophosphamide, and glucocorticoids plus rituximab \[[@REF4]\]. Using an anti-CD20 monoclonal antibody such as rituximab along with prednisolone has been found to be effective in a number of patients and is increasingly being used as first line \[[@REF4], [@REF5]\]. The American College of Rheumatology (ACR) and the Systemic Lupus International Collaborating Clinics (SLICC) list leucopenia, lymphopenia, and hemolytic anemia as the hematological clinical criteria to diagnose SLE, but we propose that acquired hemophilia or absolute neutropenia should also be included in the list \[[@REF6], [@REF7]\]. There is some emerging data to give one additional cycle of rituximab after the disappearance of the inhibitor as consolidation, although further studies are needed to confirm the same \[[@REF8]\]. Rituximab appears to be safe and effective in achieving early and sustained remission and it appears to be a reasonable option for upfront use in acquired hemophilia; however, further studies are needed to confirm the same.

Conclusions
===========

We reported a rare case of a young female presenting with hematoma of the hand who was later on found to have acquired hemophilia, SLE with APLA. Acquired hemophilia masquerading as SLE is aberrantly reported. Acquired hemophilia is a medical emergency and should be treated promptly. The study aims to emphasize that SLE can present with bleeding, not only thrombosis. Also, prolonged APTT in an SLE patient does not always indicate lupus anticoagulant. As evident in our case, rituximab appears to be safe and effective in treating acquired hemophilia.

The authors have declared that no competing interests exist.

Consent was obtained by all participants in this study. King Fahad Medical City Institutional Review Board issued approval Not Applicable
